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^PP'*""^' YAMANOUCHI PHARMACEUTICAL CO., LTD. 

1 . This international preliminary examination report has been prepared by this Imemational Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 3 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 

3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelt>', inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 
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22 November 2000 (22. 1 1 .00) 


Date of completion of this report 

27 June 2001 (27.06.2001) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
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Form PCT/IPEA/409 (cover sheet) (July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



Intentional application No. 

PCT/JPOO/05074 



Basis of the report 



1 . With regard to the elements of the international application:' 
the international application as originally filed 

the description: 

pages 

pages „ 

pages 



□ 



, as originally filed 
. filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



. filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



, filed with the letter of 



I I the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

_ , filed with the demand 



, filed with the letter of 



2. With regard to the language, all the elements marked above were available pr furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language _ wnicn is. 

I I the language of a translation furnished for the purposes of international search (under Rule 23. Kb)). 
I I the language of publication of the international application (under Rule 48.3(b)), 

I I the language of the translation fiirnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the seqnence listing: 

I I contained in the international application in written form. 

I I filed together with the international application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

I I furnished subsequently to this Authority in computer readable form. 

I I The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



4. 



□ 
□ 



The amendments have resulted in the cancellation of: 

I I the description, pages 

I I the claims, Nos. « 

I I the drawings, sheets/fig 



□ This report has been established as if (some oO the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 f'-^^^f ^^f^ 
in this report as "originally filed " and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70,17). 

*♦ Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



InfS^iional application No. 

PCT/JPOO/05074 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . Statement 

Novelt>' CN) 

Inventive step (IS) 



Claims 
Claims 

Claims 
Claims 



1-6 



1-5 



Industrial applicability (lA) Claims 

Claims 



1-6 



YES 
NO 

YES 

NO 

YES 
NO 



2. Citations and explanations 

Document 1: Salt, T. E. et al,, "The function of metabotropic excitatory amino acid receptors in synaptic 
transmission in the thalamus: studies with novel phenylglycine antagonists," Neurochemistry International, Vol. 24, 
No. 5, 1994, pp. 451-458 

Document 2: Nuegebaeur, V. et al., "Role of metabotropic glutamate receptor subtype mOluRI in brief nociception 
and central sensitization of primate STT cells," Journal of Neurophysiology, Vol. 82, No. 1, January 1999, pp. 272- 
282 



Document 3: Fisher, Kim, et al., "Intrathecal administration of the mGIuRl compound, (S)-4CPG, attenuates 
hyperalgesia and allodynia associated with sciatic nerve construction injury in rats," Pain, Vol. 77, No. 1, 1998, pp. 
59-66 



Claims 1-5 



Document 1 states that administration of antagonists to mGluRl, which is highly expressed in the thalamus, 
attenuates the response to noxious stimulation, and it states that mGluRl is involved in the transmission of noxious 
information in the thalamus (page 455, left column, line 20 to right column, line 14). 

Document 2 states that when mGluRl antagonists were administered to the dorsal columnae griseae, the response to 
pinch stimulation is attenuated (page 272, left column, lines 31 to 33, Fig. 4A). 

Document 3 states that administration of group 1 antagonists having high specificity to mGluRl attenuates the 
response to noxious stimulation (page 65, left column, lines 1 to 10). 

Because this examination finds that when a receptor antagonist is administered to an organism, the selection of a 
method of administration such that the antagonist will reliably arrive at the site where the receptors are localized is a 
technical matter that is widely known to persons skilled in the art, as stated in documents 1-3, therefore, it is obvious 
to persons skilled in the art to administer an mGluRl antagonist that has the effect of attenuating the response to 
noxious stimulation such as pinch stimulation and the like in a manner that it will arrive at the thalamus, a site, as 
stated in document 1, at which mGluRI is highly expressed and which is involved in the transmission of noxious 
information, in order to treat neurogenic pain. 

Therefore, the inventions set forth in Claims 1-5 do not appear to involve an inventive step 



Claim 6 



None of the documents cited in the international search report describes the invention set forth in Claim 6, and 
therefore this invention appears to be novei and appears to involve an inventive step. 
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1 

Claim 

1 . A pliarmaceu'txcal composx'bxon fox- sys'temic 
f admxnxs'tra^ion for use xn 'brea'bxng a neuropa'blixc paxn, 

whxcli comprxses a coznpoTin<l having mGluRl axi'tagonxs'tlc 

5 ac'blvl'by In an amoun-b effecblve fox: Improving "blie 

) 

neuropa-bhlc pain and a pliarmaceu-blcally accep-table carrier . 

2 . The pharmaceu'blcal composl'blon accordxng 'to claim 

1, wherein -bhe neuropa-bhlc pain Is a neuropa-thlc pain 
Induced by dlabe'bes or compression of nerves . 

10 3. The pharmaceu-blcal composl'tlon according "bo claim 

2 , wherein bhe neuropa-thlc pain Is a neuropat:hlc pain 
Induced by dlcQde'bes . 

4 . The pharmaceu-blcal composlblon according bo claim 
1, wherein -bhe sys^bemlc admlnls-bra-blon mebhod Is oral 

15 admlnlst;rablon. 

5 . The pharmaceu-blcal composlblon according -bo claim 
1, wherein bhe compound having mGluRl anbagonisblc ac-blvl-by 
Is a compound having sufflclen-b mGluRl an-bagonlsm for 
expressing neuropa-bhlc pain In^rovlng effec-b by sys-bemlc 

2 0 admi hlsfcra-blon . 

6 . The pharmaceu-blcal con^oslblon according -bo claim 
1, wherein bhe compound having mGluRl an-bagonlsm Is a 
compound selec-bed from 6-amlno-N-cyclohexyl-N, 3- 
dlme-bhyl-bhlazolo [3,2 -a] benzolmldazole-2 -carboxamlde 

25 dlhydrochlorlde and (+) - (11^, 2S) -6-amlno-N-methyl-N- (2- 



25 



